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REMARKS 

Upon entry of this amendment, claims 1-85, 89-95, 102-108, 115-117, 122-132, 
134-137, 140-146, 148-150, 153-159, 161-163 and 166-169 will be pending. In an 
effort to expedite prosecution, the claims have been amended to focus the application 
upon certain preferred embodiments. In amending the claims of this application, 
applicant is not conceding the propriety of any rejection made in the December 30, 
2003 Office action and applicant expressly reserves the right to pursue the remaining 
subject matter through one or more continuation applications. 

Support for the amendments can be found in Examples 2-4. 

The Claimed Compounds are Not prima facie Obvious in View 
of the Claims of the Cited Patents. 

Reconsideration is requested of the rejection of claims 1-169 under the judicially 

created doctrine of obviousness-type double patenting as being unpatentable over 

claims 1-12 of Holton et al. (U.S. Patent No. 5,489,601), claims 1-37 of Holton et al. 

(U.S. Patent No. 5,721,268) and claim 1 of Holton (U.S. Patent No. 6,610,860). 

"The analysis employed in an obvious-type double patenting rejection parallels 

the guidelines of a 35 U.S.C. § 103 obviousness determination. 1 However, an 

important distinction exists. A rejection for obviousness must be based on a 

comparison of the claimed invention to the entirety of the disclosure in the prior art 

reference, whereas an obviousness-type double patenting rejection must be grounded 

on a comparison of the claimed invention to the claims, and only the claims, of the 

reference. 2 

The subject matter of the claims of the present application would not have been 
obvious in view of the claims of the cited patents. The fact that the substituents claimed 
at one position of a tetracyclic compound are a subset of the range of permissible 
substituents claimed at the same position in a prior patent does not necessarily 

1 lnre Braat . 937 F.2d 589 (Fed. Cir. 1991). 

2 Purdue Pharma L.P. v. Boehrinqer Inqelheim GMbH . 98 F.Supp.2d 362, 392, 55 
USPQ2d 1168, 1190 (S.D.N.Y. 2000), affd t 237 F.3d 1359, 57 USPQ2d 1647 (Fed. Cir. 
2001). 
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establish a prima facie case of obviousness with respect to the claimed compound. 3 
The Office must find some motivation or suggestion to make the claimed invention in 
light of the prior art teachings. In the present instance, however, the Office has failed to 
make any showing of a motivation or suggestion to select the compounds of the 
amended claims in view of the compounds claimed in the cited patents, and has thus 
failed to establish a prima facie case of obviousness for the amended claims in view of 
the claims of the cited patents. 

When evaluating the scope of a claim, every element of the claim must be 
considered. 4 Thus, while the Office has chosen to focus on the R 7 group of the claimed 
compounds, the entire compound, with all of its elements, must be examined. As 
discussed above, the fact that the substituents at one position of the tetracyclic 
compounds of the present application are a subset of the range of permissible 
substituents at the same position in a prior patent does not establish a prima facie case 
of obviousness with respect to the presently claimed compounds. There must be some 
motivation or suggestion to select the claimed substituents. Neither the claims of the 
patents cited by the Office, nor the claims of recently issued U.S. Patent No. 6,462,208 
discussed herein, suggest the specific combination of substituents required by the 
claims of the present application. Thus, the Office has failed to establish a prima facie 
case of obviousness-type double patenting with respect to the claimed compounds. 



1 . U.S. Patent No. 5,489,601 

In general, the claims of the present application are directed to a taxane wherein 
the C7 substituent is acyloxy, the C10 substituent is hydroxy, the C2' substituent is 
hydroxy, the C3' substituent is heterocyclo, the C2, C9 and 3'N positions are substituted 
with a variety of substituents, and the balance of substituents conform to those of taxol. 
Among other things, however, claim 1 requires that the 3'N substituent (X 5 ) be other 



3 ln re Baird . 16 F.3d 380, 382, 29 USPQ2d 1550, 1552 (Fed. Cir. 1994). 
4 See, e.g.. In re Ochiai . 71 F.3d 1565, 1572, 37 USPQ2d 1127, 1133 (Fed. Cir. 

1995). 
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than benzoyl (the corresponding taxol substituent) or t-butoxycarbonyl (the 
corresponding docetaxel substituent). Claim 1 additionally requires that the C7 
substituent be an ester other than acetoxy. The dependent claims further narrow the 
various substituents in a number of varied combinations. See, for example, claim 61 
which additionally requires the C7 substituent to be propionate (R 7a = ethyl) and the 3'N 
substituent to be isobutenylcarbonyl or isopropoxycarbonyl. 

In contrast, claims 1-12 of the '601 patent require that the C7 substituent (R 7 ) be 
hydrogen, halogen or -OR 28 wherein R 28 is hydrogen, acyl, or hydroxy protecting group. 
Of these, no particular attention is paid to acyloxy substituents; if anything, the claims 
suggest that hydroxy is preferred over hydrogen and acyloxy (see claims 1 1 and 12 of 
the '601 patent, which require hydroxy at C7). 

Moreover, claims 1-12 of the '601 patent also require the C10 substituent (R 10 ) 
be hydrogen, oxo, acyloxy, hydroxy or protected hydroxy. These claims do not set 
hydroxy apart from the universe of potential C10 substituents disclosed; if anything, the 
claims suggest that acetoxy is preferred over the other possibilities (see claim 1 1 which 
requires acetoxy at C1 0). Significantly, the claims do not suggest the selection of a 
hydroxy substituent for the C10 position. 

Claims 1-10 of the '601 patent specify a wide range of substituents at the various 
positions of the taxane with no suggestion to select substituents conforming to those of 
the subject claims of the present application. Moreover, claims 1 1 and 12 of the '601 
patent require the C7 substituent to be hydroxy and the C10 substituent to be acetoxy, 
thus affirmatively leading a person of ordinary skill away from the compounds of the 
subject claims, which require a C7 substituent of acyloxy and a C10 substituent of 
hydroxy. 

Finally, the Office has not conducted a review of the subject matter of any 
specific claims of the present application. The Office has not articulated any reason qr 
other basis by which a person of ordinary skill would have been motivated to derive the 
subject matter of claim 1 from the subject matter of the claims of the '601 patent; claim 
1 of the present application and the claims of the f 601 specify much more than a C7 
substituent. Thus, it is not proper to focus solely upon the C7 substituent. 
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In addition, the dependent claims of the present application narrow the subject 
matter of claim 1 in a manner not suggested in any respect by the claims of the '601 
patent. The Office, however, has improperly failed to address these requirements. To 
properly support its rejection, the Office must provide a claim-by-claim analysis. 

In view of the foregoing, it is respectfully submitted that the Office has not 
established a prima facie case of obviousness with respect to the subject claims in view 
of the '601 patent and thus, the Office's assertion of obviousness-type double patenting 
may properly be withdrawn. 

2. U.S. Patent No. 5,721 ,268 

Similarly, none of the claims of the '268 patent would lead a person of ordinary 
skill to select the compounds of the subject claims of the present application out of the 
many compounds claimed in the '268 patent. In fact, claims 1-4, 6, 17, 19, 27 and 29 
of the '268 patent are directed to a taxane which is desoxy at C7 and claim 26 is 
directed to a taxane with a hydroxy group at C7. If anything, therefore, these claims 
would have a led a person of ordinary skill away from and not to the C7 acyloxy 
substituted taxanes of the subject claims. 

The remainder of the claims of the '268 patent either require the C7 position to 
be (i) acyloxy (claims 5, 16, 18, 28 and 37), (ii) acetoxy or desoxy (claims 14, 15 and 
36), (iii) acyloxy or desoxy (claims 7-1 1,13, 20-24, 30-34) or (iv) -OCOR 28 (claims 12, 
25 and 35). Each of these groups fails to suggest the invention defined by the subject 
claims for various reasons. 

Claims 5, 16, 18, 28 and 37 of the '268 patent are generally directed to taxanes 
substituted with a wide variety of substituents at a number of various positions. 
Individually, and collectively, these claims do not suggest the presently claimed 
taxanes, wherein the C7 substituent is acyloxy, the C10 substituent is hydroxy, the C2' 
substituent is hydroxy and the C3' position is heterocyclo with a variety of substituents 
defined for the C2, C9 and 3'N positions and the balance of substituents conforming to 
taxol. Stated another way, although each of claims 5, 16, 18, 28 and 37 of the '268 
patent require that the C7 substituent be acyloxy, these claims do not suggest that the 
C3' substituent should be selected to be heterocyclo or that hydroxy be selected for the 
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C10 substituent out of the wide variety of potential substituents (R 10 is hydrogen, oxo, 
acyloxy, hydroxy or protected hydroxy). Thus, there is simply no suggestion to select 
the specific compounds claimed in the subject claims from the universe of compounds 
claimed in claims 5, 16, 18, 28 and 37 of the '268 patent. 

Claims 14, 15 and 36 of the '268 patent are directed to a genus of taxanes which 
is somewhat more limited than is the genus of taxanes covered by claims 5, 16, 18, 28 
and 37 of the '268 patent. In particular, claims 14, 15 and 36 are directed to taxanes 
which are substituted comparably to docetaxel and taxol with the exception of C3' 
(claims 14, 15 and 36 of the '268 patent require C3* to be substituted or unsubstituted 
alkenyl, aryl or heteroaryl) and C7 (claims 14, 15 and 36 of the '268 patent require C7 
to be desoxy or acetoxy). Individually, and collectively, these claims do not suggest a 
taxane which is heterocyclo substituted at C3' and has a substitution pattern at the 3'N 
position that does not conform to docetaxel and taxol (X 5 is -COX 10 , -COOX 10 , or 
-CONHX 10 and X 10 is substituted or unsubstituted methyl, ethyl, n-propyl, iso-propyl, 
cyclopropyl, n-butyl, iso-butyl, sec-butyl, cyclobutyl, n-pentyl, iso-pentyl, tert-pentyl, sec- 
pentyl, cyclopentyl, n-hexyl, iso-hexyl, sec-hexyl, tert-hexyl, cyclohexyl, alkenyl, alkynyl 
or heterocyclo). The compounds of claims 14, 15 and 36 of the '268 patent do not 
suggest the compounds of the subject claims; in fact, the compounds of claims 14, 15 
and 36 of the '268 patent are mutually exclusive of the compounds of the subject 
claims. The Office has not pointed to anything which would have led a person of 
ordinary skill to select a taxane having the substitution pattern of the subject claims in 
view of the substitution pattern required at 3'N (X 5 ) and permitted at C3' by claims 14, 
15, and 36 of the '268 patent. 

Claims 7-11,1 3, 20-24, 30-34 of the '268 patent are similarly distinguishable 
from the taxanes of the subject claims. Each of these claims allows the C4 substituent 
to be other than acetoxy, the C7 substituent to be other than acyloxy, the C10 
substitent to be other than hydroxy and the C3' substituent to be other than heterocyclo. 
Moreover, claims 7, 9, 13, 20, 22, 26, 30 and 32 require a substitution which is different 
from that required by the subject claims. For example, claims 7, 20 and 30 require that 
the C1 and C14 substituents together form a carbonate. Claims 9, 22 and 32 require 
that the C10 substituent be keto or acyloxy other than acetoxy. Claims 13 and 26 
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require that the C4 substituent be other than acetoxy. Individually and collectively, 
claims 7-1 1,13, 20-24, 30-34 of the '268 patent would not have suggested the 
compounds of the subject claims. 

Claims 12, 25 and 35 of the '268 patent are directed to taxanes in which the C7 
substituent is -OCOR 28 wherein R 28 is substituted or unsubstituted alkenyl, alkynyl, 
monocyclic aryl, or monocyclic heteroaryl, or substituted or unsubstituted ethyl, propyl, 
butyl or pentyl. In addition, however, claims 12, 25 and 35 of the '268 patent allow the 
other positions to be substituted with a wide variety of substituents. For example, the 
C4 substituent may be other than acetoxy, the C10 substituent may be other than 
hydroxy and the C3' substituent may be other than heterocyclo. Nothing in this claim, 
or any other claim for that matter, would have led a person of ordinary skill to select, in 
concert, heterocyclo as the C3' substituent, acetoxy as the C4 substituent, acyloxy as 
the C7 substituent and hydroxy as the C10 substituent. 

Finally, as noted in connection with the '601 patent, the Office has not conducted 
a claim-by-claim analysis of the subject matter defined by the claims of the present 
application relative to the subject matter defined by the claims of the '268 patent. 
Absent such an analysis, the Office has not established a prima facie case of 
obviousness with respect to the subject claims in view of the '268 patent. 

3. U.S. Patent No. 6,462,208 

U.S. Patent No. 6,462,208 claims priority from the '268 patent and issued on 
October 8, 2002; the applicant brings it to the attention of the Office for consideration in 
the interests of completeness. Like the '268 patent, however, the claims of the present 
application are patentably distinct from the subject matter defined by the claims of the 
'208 patent. 

Claims 1-5 of the '208 patent, like claims 5, 12, 16, 18, 25, 28, 35 and 37 of the 
'268 patent are generally directed to taxanes substituted with a wide variety of 
substituents at a number of various positions. Claims 1-5 of the '208 patent do not 
suggest the presently claimed compounds, wherein the C7 substituent is acyloxy, the 
C10 substituent is hydroxy, the C2* substituent is hydroxy and the C3' position is 
heterocyclo with a variety of substituents defined for the C2, C9 and 3'N positions and 
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the balance of substituents conforming to taxol. Stated another way, although claims 1- 
5 of the '208 patent require that the C7 substituent be acyloxy or desoxy, these claims 
do not suggest selecting hydroxy for the C10 substituent, heterocyclo for the C3' 
position and hydroxy for the C2' position. 

Claims 6-9 of the "208 patent depend, directly or indirectly, from claim 1 and 
further narrow the range of substituents. More specifically, claims 6-9 require that the 
C2 substituent be benzoyloxy, the C4 substituent be acetoxy, the C9 substituent be 
keto, the C10 substituent be hydroxy, the C3' substituent be isobutenyl, furyl orthienyl, 
and nitrogen be substituted by t-butoxycarbonyl. With respect to the nitrogen 
substitution, the compounds of claims 6-9 of the '208 patent and the compounds of the 
subject claims are mutually exclusive (X 5 for the subject claims is defined as -COX 10 , 
-COOX 10 , or -CONHX 10 and X 10 is substituted or unsubstituted methyl, ethyl, n-propyl, 
iso-propyl, cyclopropyl, n-butyl, iso-butyl, sec-butyl, cyclobutyl, n-pentyl, iso-pentyl, tert- 
pentyl, sec-pentyl, cyclopentyl, n-hexyl, iso-hexyl, sec-hexyl, tert-hexyl, cyclohexyl, 
alkenyl, alkynyl or heterocyclo); stated another way, there is nothing in claims 6-9 which 
would have led a person of ordinary skill to the compounds of the subject claims. 

Claims 10-17 of the '208 patent also depend, directly or indirectly, from claim 1 
and also further narrow the range of substituents. Each of these claims, however, 
requires C7 or C10 to be desoxy, thus leading a person of ordinary skill away from the 
requirement of an acyloxy substituent at the C7 position as required by the subject 
claims. 

4. U.S. Patent No. 6,610,860 

The compounds of claim 1 of U.S. Patent No. 6,610,860 are mutually exclusive 
of the compounds of the subject claims. The subject claims do not allow the nitrogen to 
be substituted with a t-butoxycarbonyl group (see X 5 ). In contrast, claim 1 of the '860 
patent requires the nitrogen be substituted with a t-butoxycarbonyl group. As such, 
claim 1 of the '860 patent would not have suggested the substitution pattern required by 
the subject claims. Thus, the subject claims are patentably distinct from claim 1 of the 
'860 patent. 
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Without conceding the propriety of the rejection, it is noted that the present 
application claims priority as a continuation of the application which matured into the 
'860 patent. A terminal disclaimer, therefore, would not further limit the term of any 
patent maturing from this application; if it would advance prosecution, therefore, 
applicant would would consider filing a terminal disclaimer with respect to the '860 
patent. 
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CONCLUSION 



Applicant submits that the present application is now in a condition for allowance 
and requests early allowance of the pending claims. 

A check in the amount of $1 10.00 is enclosed for payment of an additional fee 
that includes a one month extension. 

The Commissioner is hereby authorized to charge any underpayment and credit 
any overpayment of government fees to Deposit Account No. 19-1345. 



Respectfully submitted, 




One Metropolitan Square, 16th Floor 
St. Louis, Missouri 63102 
(314) 231-5400 



EJH/JSH/dep 
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